Introduction {#sec1-1}
============

The presence of numerous civatte bodies (CBs) in biopsies is a characteristic finding in skin lesions of patients with various dermatoses, particularly lichen planus (LP) and discoid lupus erythematosus (DLE). In the absence of a clear diagnosis, their presence is suggestive of disorders characterized by interface dermatitis. These bodies are generated by damaged basal keratinocytes through apoptotic cell death, consist largely of keratin intermediate filaments, and are almost invariably covered with immunoglobulins, mainly IgM. Although CBs can be found in whole lot of conditions as described in [Table 1](#T1){ref-type="table"}, yet they are an important diagnostic finding in conditions like LP and DLE.

###### 

Diseases which can reveal civatte body deposits

![](IJD-58-327e-g001)

History {#sec1-2}
=======

CBs have been variously termed cytoid, hyaline, colloid, or keratin bodies. Their formation and transport were initially explained by Sabouraudin (1910).\[[@ref1]\] One of the groups in 1970s studied the origin of CBs and proved its derivation from degenerated epidermal keratinocytes.\[[@ref2][@ref3]\] Some investigators have also described that CBs may be derived from melanocytes.\[[@ref4]\]

Apoptosis and CBs: Apoptosis or physiologic cell death is a process of genetically programmed cell death by which senescent and diseased cells are eliminated from the body.\[[@ref5]\] The cell undergoing apoptosis is represented by a cytoplasmic remnant existing as small shrunken cell or hyaline residue.\[[@ref6]\] Earlier studies have described the CBs to be typical of apoptotic cells.\[[@ref6]\]

Pathogenesis {#sec1-3}
============

There are two proposed causative mechanisms, one of which describes apoptosis of keratinocytes in which they are found locally both in the epidermis and papillary dermis.\[[@ref7]\] The second source is the destruction of the thickened basement membrane of cells by any physiologic/pathologic mechanism which limits them in the papillary dermis region.\[[@ref8]\] Most common theory behind generation of CBs is apoptosis of keratinocytes that may occur in any interface dermatitis in which damage to the basal cells occurs. Such dead cells may be either eliminated from the epidermis transepidermally toward the stratum corneum or expelled toward dermis if apoptotic cells was in basal layer.\[[@ref2]\] These dropped-off filamentous cells or masses may subsequently be phagocytosed by macrophages or provide a matrix for the deposition of complement fragments, immunoglobulins, and fibrin suggesting the activation of complement as well as fibrinogen cascade. These products in turn act as chemoattractants for leukocytes leading to augmentation of inflammatory response, which perpetuates the basal cell damage. Hence, positive immunofluorescence findings represent possible secondary immunological process rather than a primary one. Further elucidation of the facts is needed to validate whether these events are a cause or effect of pathological processes in interface dermatitis.\[[@ref9]\]

Morphology {#sec1-4}
==========

Light microscopy {#sec2-1}
----------------

CBs are seen as rounded, homogenous, eosinophilic masses on routine H and E staining lying in the deeper parts of epidermis/epithelium and more frequently in dermis/connective tissue. They are known as CBs (in epithelium/epidermis), colloid bodies, or hyaline bodies (in connective tissue). They are 10-25 μm in diameter and situated mostly within or above the inflammatory cell infiltrate. In LP, the number of necrotic keratinocytes may be so large that they are seen lying in clusters in the uppermost dermis \[[Figure 1](#F1){ref-type="fig"}\]. These bodies show a positive periodic acid Schiff (PAS) reaction and are diastase resistant.\[[@ref9]\]

![Photomicrograph from a case of lichen planus (LP) showing rounded, homogenous, eosinophilic cytoid body at the dermoepidermal junction (H and E, ×400)](IJD-58-327e-g002){#F1}

Electron microscopy {#sec2-2}
-------------------

Ultrastructurally, CBs are made up of whorls or distinct filaments (60-80 Å), which may be attached to desmosomes.\[[@ref2]\] The nuclei in them are lost by condensation or diffuse disintegration and the cytoplasm may show vacuoles.\[[@ref2]\] The adjoining dermal phagocytes show the evidence of filaments in their cytoplasm which were forming the CBs.\[[@ref2]\] The CBs may contain chromosomes, centrioles, nuclear membrane particles, and spindle tubules.\[[@ref2]\] The ultrastructural diversity in morphology of the nuclear material appearing within these bodies indicates a high probability of cells being converted to CBs at any stage during cell division.\[[@ref2]\] The objective recognizable evidence of mitosis recedes with the advancement of degenerative changes.\[[@ref2]\]

Direct immunofluorescence microscopy {#sec2-3}
------------------------------------

On direct immunofluorescence (DIF) microscopy, CBs may be observed in about 10% of skin biopsies. They can be seen as scattered or grouped bodies in the epidermis, along or underneath the dermal--epidermal junction (DEJ), with or without other positive DIF findings \[[Figure 2](#F2){ref-type="fig"}\]. There have been extensive studies in past which have demonstrated immunoreactant deposits at CBs in a wide variety of diseases.\[[@ref10][@ref11]\] All types of immunoglobulin (Ig) subclasses like IgG, IgA, IgM, complement components (C3), and fibrinogen can be demonstrated on CBs, but IgM is the most common immunoreactant deposit in LP,\[[@ref7][@ref8]\] bullous pemphigoid, and erythema multiforme.\[[@ref10]\]

![Direct immunofluorescence (DIF) photomicrograph showing IgM reactive large grouped globular (++) deposits (civatte body) in the papillary dermis (anti-IgM, ×400)](IJD-58-327e-g003){#F2}

Presence of CBs alone or in combination with other immunoreactant deposits at DEJ can help in differentiating the diseases presenting sometimes with close overlapping features, for example, LP and DLE. In these clinically and histopathologically equivocal cases, there is a need to concentrate on CBs on DIF examination of skin biopsies.\[[@ref11]\] It is always important to consider the number of CBs (few vs. numerous); their location (epidermis vs. papillary dermis); their arrangement (singly scattered vs. clustering); immunoreactant deposit (IgM or others), number (single vs. combination), and intensity (brighter vs. dim) of various positive immunoreactants at CBs. The presence of additional positive immunofluorescence findings along with CBs in the same biopsy further help in clinching a final diagnosis, for example, shaggy fibrin/granular Ig deposits at DEJ and superficial blood vessels (SBVs). So it is important to look at the DIF slide as a whole, while taking into consideration clinical and histopathological features.

The features that are more in favor of LP include the following: CBs alone without any other positive immunofluorescence finding, CBs numerous in number, CBs arranged in clusters of 10 or more in the papillary dermis, CBs showing a brighter intensity for IgM along with positivity for a combination of various types of immunoreactants (seen in 55% cases), sometimes involving more than 3 immunoreactants (22% cases), and a combination of fibrin deposition at the DEJ. There is generally an absence of granular Ig deposits at DEJ and SBVs. Here, the noteworthy point is that some cases of LP do not show any CBs, and this may be due to phagocytosis of these apoptotic bodies in older lesions. There is no statistically significant difference in the positive DIF yield between specimens derived from skin and from oral lesions.

However, in lesions of LE, presence of CBs along with deposits at DEJ and SBVs is more common. LE lesions are likely to contain deposits of Ig and C3 at the DEJ. If IgM is present, there is a high probability that the patient has LE. Although C3 deposition occurs more frequently in LE than in LP, its presence has a low diagnostic value. The pattern of staining seen in the DEJ in LE is more likely to be a granular, broad, discontinuous band, but it may be smooth and continuous. Fibrinogen deposits may also be present, and CBs staining with Igs, C3, and/or fibrinogen may or may not be seen.

Other Associated Diseases {#sec1-5}
=========================

CBs are also associated with actinic cheilitis,\[[@ref12]\] acute generalized exanthematous pustulosis,\[[@ref12]\] drug reaction with eosinophilia and systemic symptoms,\[[@ref12]\] granulomatous rosacea,\[[@ref12]\] lichen striatus,\[[@ref12]\] prurigo pigmentosa,\[[@ref12]\] pyoderma gangrenosum,\[[@ref12]\] dermatitis herpetiformis,\[[@ref7]\] porphyria cutanea tarda,\[[@ref7]\] keratosis follicularis, Darier\'s disease,\[[@ref7]\] familial benign chronic pemphigus,\[[@ref7]\] and even normal skin.\[[@ref3]\]

**Source of Support:** Nil

**Conflict of Interest:** Nil.
